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(57)Abstract: . ... - 1 
PROBLEM TO BE SOLVED: To obtain ah unknown 
compound which acts as an antagonist against 
retinoids such as retinoic acid' and is useful as a. 
therapeutic and preventive agent for hyperretinolysis. 



SOLUTION: This antagonist is compound of formula I 
(Rl is a 1-6C alkyi; R2 is a^1-6C alky!; A is a;8- 
12-membered condensed dicyclic aromatic ring group* 
which may contain N atoms as ring-constituting ' 
atoms), typically 4-(13H^ig,M,12,13-tetrahydro- 
'"^1 6/1 0, 1 3, 1 3,1 5-pentamethyidinaphtho[2,3-b][l ,2-e] 
(1,4- diazepin-7-yl)benzoic acid (LE540). For 
example, LE540 is obtained by reaction of o- 
nitroaniline with 1-bromonaphthalene, reaction of the 
product of formula II with methyl iodide, dissolving the 
product in ethanol, refluxing the solution with heat 
while adding hydrochloric acid ahd iron powder, 
followed by reaction with 
monomethoxycabonylterephthaloyi chloride, reaction 

of the product with polyphosphoric acid, and hydrolyzing the condensed product 
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Stl-S, 4-(13H-10,ll,12,13- h^fc Kn-10, 10,13, 
13,15-/<>if ;if-;Uf:;'7-7 h(2,3-b] (l,2-e) (l,4] i/7 



, 1 




' [lf*S2] 4-(13H-10,ll,12,.13- xh^t Kn-lO, 
10,13,13,15-'<>^ h (2,3-b] a.2-e} (1. 
4] V7if^y-7- -iM ^J>1=® (LE540)Xtt4-(7H- 
9,10,11,12- T-h7t: Kn-7,9,9,12,12- '^>i!!5l5^;i/ 
i/'^7hi:2,3-b]'[l,2-eHl,4) i^'T-^tT^-lW ;U) S 
SS=^ (LE550)T'S>-2)ft#:Sl tCiS^O^b-^,- •. ' 

ES. . . - 

[000 1] .■ ' . 

[0 0 0 2] • 

[^(DWm iy'^J-Om (t^^?5->ASE) litr^f 

^^yh^V^ #IBBS61-22047-f-^ii#^gi- 
BS61-76440^di$gI^(^SS®^#. SlO: - 

• • ;i '>-^;i/ • -ir ^ X S U - (Journal of M 
edicinal Chemistry, 1988, Vol. 31, No. 11, p. 2182) 

[0 0 0 3] ^J;i(i :t-Jl- h 5 (all-trans) - U 

^)-(ymit. m&^mz&^i^^j^ymiyf:f^- 
(RAR) LTlil«ilS®li5B •" fHtfe^ v 
i: LT V ^^ r t b *^IC $ tlT V ^ o (Petkavi c 
h, M., et al.. Nature, 330, pp. 444-450, 1987), 
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y ^ >i2«(Z)4i|«se?:^i-«±iaft^ (mil 4- 

( (5 , 5 , 7 , 8- te Crahydro-5 , 5 , 8 , 8-te trame thy 1-2-naph tha 
lenyl) carbamoyl] benzoic acid: Ain80/'S;t:') x). i^-rJ 

A'^^y^ctlTV^-s" (Hashimoto, Y., Cell struct. Func 
t. , 16, pp,113-123, 1991;. Hashimoto, Y., et-ai-.-B 
iochem. Biophys. Res. Camtun. , "166, pp. 1300-1307, 1 

990 5: w . ztiib^-fb-^ii wm\^\t. y^^^ ' 

. [0 0 0 4] Z:C0J:e)/^U7'y-< KlC*!-L.TjBfiiWlCf^ 

A^^iotlT>'^-s)(Eyrolles, L. , et al.. Journal of Be 
dicinal Chemistry, 37(10), pp.1508-1517, 1994). 3 , 
<JmmV,t. m7L\-i, 4-(5H-7,8,9,10- T^h^tKn 
-5,7,7,10,10- /^>if^1^;i/'^>y(e] :h7S(2,3-b] , 

(i,4)i;^".7-t?t:.>-i3-^;i/) ^Sl^'it'o^b^^^b^u- 

20 nXi/^S. . . ■ . ■ ■ ' 

[OOO'S] . . - 

■ [||^*WbJ:-ii:t^^Si:aD^^$:S?^t^t#, 

- m%m^ovmt^ \y'TjAyWA^<j^\^'s-j^^<j^ 

yy^:l-7.^hX.xmt^\c^mm^z.t.\z 

iJBO Eyrolles i<D:SCS^lCfBSE$tlfc<b-^i:fi^^c 
" (rNLli-l^;iU^y-f K- 7>^=r-;^Hf^ffiS:t 

■ ' [0 0 0 6] -r^fct>*?gail3u TI3<Z)^: 

30- [ft2] ■ \ .■ ■ ' 

COOR' 




40 \.\^7)\^^)\^^7is\^\k\-mmM.'^-^\-'X'^m- 

glJcD^ICi'J, ±m^A^?3'j:SUx/^.K- 7>. 
S =r-7> K : ±fB-ft:-^*^'b7iSE^ ; ®.l>'b:'^? ^ >A 

[0 0 0 7] 

[|§^C^^<Z)J^®] ±IB^4^. Rl*ttiR2*t3^fCi-6 

50 ynf;i/S« i>i7nyDt:;i/S. n-:^-5^;i/& sec-:/x 



3 . 

[0 0 0 9] z.tiibd)^'^. ^wm^mm-im^-^ 
l^mmtbx. i-y.9'^y-i,2- v^)mj.\t±y$ 

L/>-2,3-•i;-f;l/SOV^fn5:S>'VT%Ji:v^. tt:^, 
y^ u>-i,2- i;'f;^S5:ffl^^^^, R2A-^1-Si> 

mm^t bx imttz\i2m&±(D^mm^^^Ajx 
■ rm^tbxit. mil -fy-r>K-;k.3H- 

i>V ;i/S7S: ii-5:#(f © 3 tti^X t S.^ - • - - 

[0 0 11] 2|s|g^(Z){b^(CJi, S!f>H)Di&^/cl±JgS; 
f*6[E^*'^tn.5. SfWiluetL/Tli, «S?ig^L;<« 



(3) '• 9- 1 0027 0 

L <lix:?y-;i/75 yi^f£l^<D:nm7 1 yiSJiE^^ 

■ •• (0 0 r2]' *^Bg(73^b'"-^tl {^gt^^rcRTD" . 

■ T,. lM*S:«2{iiia:(7)^^j^?:^1-o^*'fe« 

10 ^ttfrcDffiScoii^, 2e;.xhi^^^^. 

■ «(Cg-^<i>'7;^xUT^m VTT.'ri'irmS^ff) , 

' . [0 0 13] ±K-|S^(I) .T'3^$no*|gBgo{fc^ 
"(7)7*., ^f.*Ul'^ft■^i:bT; 4-(13H-10, 11, 12,13- 
•rh^t: Ka-10, 10, 13,13, 15-'0:J!;t 

■ [2,3-b]a,2-e)(l,4} V7-^>^y-l- -i M SSS® 

• (LE540).;4-(7H-9,10,11.12- 5" h5t Fn-7,9,9,1.2,1 
20 2r ><>^ h (2,3-b] (1,2-e] [1,4]; i/T'i 
. i^y-l5-^)i) '^M^mt (LE550) ; R:fini(D:^'f-)V 
. ±XT)\yX'h^ith^^£tWBt'^6z.tti^X^^. 
, ' [0014]- :mmmt. Lv>'fi;^T'fe^±fB L£540- 

[0 0 15] 
-[ftS] 
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'm\z.mi^n^, s^ot, *s^(D^b-^ii, ltis, mz.\i. mL i^zr^m^ mi. am m 

7u;i/i?--^f, vy^y-tjimm&m,^ -m ^ko. ®a^j, .^mi ^^j-a 

^ y l/^ ^ [0019] •±E®EmfM4^(l SJ^PJ^Kl 

(M;t{l 4-C{5,6,7,8-tetrahydro-5,5,8,8-tetraiiieth (CfF^LC)^»t;2:Jn;iTSSgto3t*'T'to= ^ 

yl-2-naphthalenyl)carbamoyl]benzoic acid:' AmSO/^j: SSf!l^«J{C|^b^)o»tl®^Ji:UTll « 



(6) 



bmmmi pHism ^mm. m ■ 
[0 0 2 0] i^nm(okm<Dn^mmi^m.^nf. 

^-H«>fc'J 0.01 ~1,000 raggg^^EHT'^WSZL 
■ [0 0 2 1] ■ ' ■ 

mm . 

mi : 4-(13H-10, 11, 12,13- -rh^t Kn-lO, 10, 13,1 
3,15-/<>^;!^•f;^i>■:^7^[2,3-b](l,2-e]a,4] ' 
if}^y-7- 4)1) ^Mmm (LE540)cD§£t , 
crr.hn7-U>' 266.5 mg- (1.07 ninoi) lCl-yD=Et- ■ 
7^ U> 4 ml , K2CO3 148 mg (1.07 mmol, 1.0 eq), 
St; Cul 9.3 ing i:m^X 150-CT'l7^r^30^r^|^U : 
f-. 5UZ^^i/VijY)iiJ^l^^u-vh^'^:^'(- (if 20 
ifXT^;!/ : n-^ir+^>=l:50).T«LT (5,6,7,8- T^.h ■ 
• 7 t""Kn-5,5',8;8= X h f-;F3- H □-2= i-y^ 
;i/)-l-:h75^;i/75V.(ft^l) (318.5~ mg, '"• 

8055). 

iH-NMR CDCI3 9.59(s, IH), 8.20(s., IH), 8.04(m, 1 
H), 7.93(iii, IH), 7.78(01. IH), 7.48-7.58(m, 4H), 6. " 
93(s, IH), 1.64(iD, 4H), 1.31(s, 6H), 1.01(s,6H). 

[0 0 2 2] NaH'(665! in oil) 33 mg (0.872 mmol, 2 • 
eq) -^^^-^yX-m^Lt^L, DMF 1 mliCf^^L 

Z(Dmm.\Zjt^l 163 mg (0.436 mmol) S: 3 m 30 

i-(7)DMF \a^bxmrb,'-sj:^m^^^X'i mmo^: -■- 

■imbh, Z.<^SJZmiZ3^it:i-^)l O.n ml (1.74.m 

moi, 4eq) m^xM^x mmzoi^imbtz^. ^ 

X' ■3^"£ h n-N- "?lf-;i^N- a-'":)-7f-;i/-'5,6,7",;8- 
h^fc Kn-5,5,8,8-r h5;>^f•7^:^7^5^■L/>-2- 75 
,> ('fb^2) S:^§7c (160. §mg, 95X). 
IH-NMR CDCI3 8.12(m, IH), 7.84(t, IH), 7.66(d, 1 
H), 7.64(s, IH), 7.48(m, 2H), 7.35(t, IH) , 7.10(d, 40 
IH), 6.95(s, IH). 3.34(s, 3H), 1.68(s. 4H).1.27 
(s, 6H), -1.18(8, 6H) 

[0 0 2 3] 'ffc-^2 154.4 mg (0.398 mmol)?:* 2m'. 
1 SU^xiry-;^ 4 ml IZMSI. igJggf'l.O ml W 

TLfz. z(Dm,-^<.z.m 240 mg ^mxxim^b. 

54.9 mg ZCDJi^Bitife/^rt^UA^T'^UA^Ai'n 50 



. 9- 1 0 0 2 7 0 

■ ■ . • 10 • • 

, Vhi^^?'!' -. (S^x^;b : n-'^:Sri^>=l:30)T^ 
LT N- /-f^b-N-l- •r--r;u-5,6,7,8- •? h5t: Kn 
-5,5.8,8- xh^;^^;!/^^:? l/>-2,3- v7^> (-fb 
-^3) (102.0 mg, 72?l5)o 

IH-NMR Crcis 8.04(m.- IH), 7.82(m, lH),-7.57(d, 1' 
H, 7.3Hz), 7.42(iil, 2H),7.37(t, IH, 7.3Hz). 7.07(d, ' 

■ IH,- 7;3H2), 6;88(s,-lH). 6.75-(s-, lH)V-3.-26(s, 3 
H), 1.62(s, 4H), 'i;24(s, eH),, l.lKs, 6H) , 

■[•0 0 2 4]- -fb^S 95;5 mg (0:267 lipol) ^Wk^ 
>-E> 5 ml (C^U ^^)Vy 0.1 ml (1.25 mmol) 

SrioAy^o z:ffl^iC7^U7^;u^^y;ix;i/X7.T;i/ 

^□7<K 69 mg (0.35 mmol) ^rSDAT^jST' 3 

)l:Tr^^'&y-\-mxmibK. 4-C(5,6.7,8 
- xh^.t: Ka-5,5,8,8- 7^ h;5^^-f ;i/-3-(N-;iT;WN 
-1- :i-7f-;L'75y)-2-:^7:5! l/x;v) 
Ky^J^-V ) $:#>- (131.3 mg, 95», 

iH-NMR CDCls 8.36(s, IH), 8.22(m, IH), 8.07(s, 1 
H),.7.85(m, IH). 7.67 (d, 2H* 8.8Hz) 7.58(d, IH, 
8.1Hz),. 7. 52(m, 2H).'7.33(tr IHr7.7Hz), 7.25(s* 1 
H), 7.02(m, 3H), 3.91(s, 3H) , 3.33(s, 3H). 1.73(s, 
. 4H). 1.34(s, 6H) .1.31(5. 6H) ■ 
' [0 0 2 5] -[1:^4 117.9 mg (0.226 mmol) (CiKU U 
>if4.1 g«:*;i 140-CT'25^J-r5j^bfi. ®S?K(C* 

U-7hif7y-<- (i^3:5^;i/ : n-'N:^-y->=l:20)T'i|f . 
mbX, 4-(13H-10. 11,-12. 13-xh7t: Kn.-lO. 

10.13, 13.15-'<>^-;i^;i'i/1?-7 l> C2,3-b)-[1.2Te):(l, . 
.4] v7-t?t;>-7- -f;U) (^b^5) 5: 

m- (43.1 mg, 38%) . , . ■ 

:.lH-NMR CDCI3 8.86(d, IH, 8.1Hz) ,' 8.13(d,- 2H, •8.4H 
z), 7.91 (d; 2H, 8.4Hz) , 7.-85(d, IH, 7.7Hz), 7.58- ■ 

■ 7.7Um,' 3H) , 7.41(5. IH) , 7.29(sV iH).', 7.15(d, IH, 
. 8.4Hz), 3.96(5, 3'H)-, ■3-.08(s, 3H), 1.62-1.74(m, 4 
H), i;38(s, 3H). .1.36(s, 3H),, 1.21(s, 3H), 1.20(s, 

3H) ' ■ ■ , 

[0 0 2 6] it^b 56.3 mg' (0.112 mmol) S:xa?i 
-)V 4' ml Rtf 2N :Mti- h U '^I^IZ^ U 30^Y^ 

ummbfz, mm w mix'm&izim. v'7 
mm.\zmk->s.'mm^bx 4-(i3h-io,ii.i2,i 

3-xh7t Kn-10,10,13,13,15-^>^t;i-f;i'i:>'-^7 h 
(2.3-b}{l,2-€)(l,4]- i>-7ift:->-7- -iM $l«#i?(L 
E540, fb^6) SrtfT^: (48.0 mg, 88X) . TKSU^^iiz 
y-;K7)a^*^e>#^a%bT^^«i«ll (Bt5?. 300-C 

lH-NMR'a)Cl3 8.87(d. IH. 8.4Hz)> 8.20(d. 2H, 8.4H 
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z), 7.95(d, 2H, 8.8Hz), 7.85(d, IHrV.THz), 7.58- 
7.72(ni, 3H), 7.42(s,-lH). 7.30(s, IH) , 7.17(d,.iH,' 
.8.4H2), 3.08(s, 3H), 1.68(s, 4H), 1..38(s, 3H), 1. 
36(s, 3H), 1.22(s. SH)-, 1.21(s, 3H) ' . ' 
Anal. Calcd. for C33H32N2O2 -1/3 H2O C: 80.13X, • 
•H: 6M, N: 5.66%; Found C: 80.24X, H: 6.64X, N: 

- - - ■ - 

" .[0 0-2 7] mz :'4-(7H-9,10,li,12- T-h^th'D- 
7 ,9,9,12 , 12- 3! =f-)VVir-p)r- (2;3-b] (1 ,2-e] (1 , 
4] t;7iff>-15-1';L') SJ.#S? (LE550)<^iSi 
o-=.hn7-U> 183.5 mg (0.74 fflinol) tC2-3- K:^ 
y^ Vy 832 mg(3.27iiimoI, 4.4 eq), -R2CO3 102 ing ■ 

'(0;74 mol, 1.0 eqX RlK^il 28.8 ng $:iO;t. tih 
iCo-if'>U> 10 j!i\ilM^X 170-CT'21^r^M^^L/ 

=l:40)T«MbT,' .(5.6,7,8- t" h^ t: Kn-5,5,8,8- . 

7-V'yi-^)\y-2r - h U-1-. f-7f-;b)r2-:h7^;i/75 

> (ft^.7)-?:^f- (228.8 iiig.SSSS). 

IH-NMR Crcis 9.37(s, IH), 8.17(s, IH) , 7.87 (d', 1 
•H, 8.8H2), 7.84(d, lH,7.7Hz), 7.75(d, IH, '8.1Hz), 

7:69(d; IH; LSHz)', '7.42-7:52(iii;'2H), 7:39(dd, IH, 
. 8.8Hz, 2.2Hz), 7.38(s; IH), 1.68(s, 4H), 1.32(s, 

6H), 1.18(s, 6H) 
[0 0 2 8] NaH '(60?5 in oil) 72.8 mg (1.82 mmol, 3 
eq)$:/\dr-9->T:Sfe?tUT|g^L> DMF 1 dUC'SSL/ 

tz, ■Z(DmmSZi'C-^1 218 ig (0.583 \mol)^ 3 0 

1 ©DMF (C^UTjgTLfc. J5Jm.-k'm&T:2^^fm 

WLTzWi^ H'?'ft:;i5^;U O.lSinl (2.92 mmol, 5 eq)$: 

-x-mv. wmtcmm^wz^^bx 3- - kd-n- 

^f-;i/-N-2- .i-y^J\r^,6',7,8r xb^t Kn-5,5,8,8 

- 5^K5jt-?-;b^7^ i/>-2-;75>(^b^'8) -^m, 

r:L (196, 3 ing ,:. 87X) , ; ' „ " 

IH-NMR Crci3 7.89(s, IH), 7.67(dd, 2H, 8.1Hz, 2.9 
Hz), 7.58(d, IH, 9.2Hz), 7.38(triH,' 7:0H2) , 7.31 
(s, IH), 7.26(iii, IH), 7.04(d, IH, 2.6Hz)., 6.82(dd, 
IH, 8.8Hz,' 2.6Hz), 3.38(s, 3H), 1.74(s,. 4H)", 1.35 
(s, 6H), 1.26(s,6H) , 

. [0 0 2 9L:fb-^8 196.3 mg (0.506 mDiol)S:;!K i m 
1 Sl?X;?/'-;i/ 6 ml (CfSSiU iSS® 1.0 ml 
Titz. Z<DWmKm!^ 300 mg S:iD;iTMffiJilbs 

$ e.(cx^ J -;u 4 ml ^mubx immsoj^umam 
m& 170 mg iimaLxm^i^m^t^txs. 
iz^^'^btz, sjSKic^srmr 4N Tmit-t h')^ ■ 

?D^^T-st^L, mmiz^^imw^bx n- 

^;i/-N-2- f-75^;U-5,6,7,8- T-h^l: Kn-5,5,8,8- 



(7) ■ 9-1 002 7.0 
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. • ^tz (165.4 mg, 91?^). 

iH-NNR Crci3 7.67(d, 2H,'9.2Hz), 7.58(d, IH, 9.2H 
z), 7.37(1, IH, 8.4Hz), 7.21 (t, lH,-7.7Hz),.7.01 
(d, IH, 2.2Hz), '6.96(3, IH), 6.86(dd, IH, 8.8Hz, • 
^ 2.6Hz), 6.76(s, IH), 3.65(brs, 2H) , .3.30(s, 3H) ,' 
'. 1.66(m, 4H), 1.29(s,6H), 1.16(s, 6H) . ' 
■ ■ [003 0T'^b-^9162.9'*iig {074Sam61)^W^^ 
■ yify\zmmU 'f Ui» 0.1 mid. 25 mmol) iM?i 
tz, 30?t?SlCrU7^?;i/i!^7 3i-r;i'X7.-r;i/^'n^ 
10 ^ KllO mg (0.55 mmol, 1.2 &i):.'klBXX'^^X2^ 

■■- ;i/T'afflLf-„ Mimz.^m.\z.'m7rm.m^b: -% 

"bnt^^?: •> 'J t)>f)\yti 5 i i7 q -7 h 7 ^' - (S . 
SfX5^;b : n-/\:^-!f>=l:20 -*1:10) xmibX, 
;i/ 4-{[5,6,7,8- 7^ K^t: Kn-5,5,8,8- -rh^^T-^l' 
-3-(N-^5^;>-N- :h7^;i/7^y)-2-Ti-7^l/x;v] tj 
• .;i/A'^^M ^>Vx- h (fb^lO) (190.2 
mg, 80%). : ' . . - 

IH-NMB CDCI3 8.58(s, IH), -8.49(3, IH),. 7.92(d, 2 

20 H, 8.8Hz), 7.71(d, 2H,9.2Hz), 7.65(d, IH, 9.2Hz), 
7.56(d, 2H, 8.8Hz),' 7.43(t, IH, .8.4Hz), 7.30(t, 1- 
H, 8.1Hz),'7.l4(d;'"lH, 2:6Hz)7 7.11(s,'lH);; 6.89(d 

' d, IH, 8.8Hz, ■2.6Hz), 3.89(s,' 3H), 3.35(s, 3H), 1. 
72(m, 4H), 1.40(s, 6H), 1.21(s, 6H) 
[0 0 3 1] ft-^lO 157.5 mg (0.303 mmol) {Cd<U U. 
>^'2.45 g $:JDX. 142 t-Xl^Ssi^^m^bfz, R 
f5?SlC*5:*ATKifx-T;UT'ttaiL. 
\'JmkmMiibtz,.Tm.-k'^') DT 
Yf'yy'i- (»Kx^;i/ : n-'\:Jr-9->=l:30) TML 

30 T, j^l^;!/ 4-(7H-9,10,ll,12-xl-5b: Kn-7,9,9,12, 
- - .12--'<>^?^x;i/i;'-:>-7-K(2,3-b}-(l-,2-e](l,4] -i>'"7-e 
lf>-15-f;U) 'Ovfx-h (fb^ll) ^%tz (119. 
7 mg, 79!i;), .^^ _ 

iH-NIffl CDCI3; 7..95(d, 2H, 8.8Hi), 7.89(d, IH, 9.2H 
z), 7.72(d, IH, 8.1Hz), 7.67(d, 2H, 8.4Hz), 7.38 
(d, iH, 9.2Hi) , 7.'25(m, 2H), 7:i8(d, IE, S.lHz) 
7.10(m, IH), 6.86(s, IH), 3.90(s, 3H), 3.36(s, 3 
H),'1.64(s, 4H). 1.33(s, 3H), 1.26(s, 3H), 1.21 (s, 
6H) 

40' [0 0 3.2] •fb-^ll 65.7 mg (0,131 mmol) SrX^Jjy 
-;u.4 ml MS- 2N imfXri-V^) "^A 3 ml (CSiSbT 
2eFr^S[BSa^iU . X;5?>'-;i/ 4 ml $:ig!ja.L.T$i3{C 

imwmiWmbtz. w.m.-k 2N m^w&sz 

bfzmzv>jnui^9yx^^btz. ^WS$:*St>'IS 
fO:fe^KT'?3fe!f L> mm^:.m.^'mM^b. 4-(7H- 
9,10,11,12- -r h^t: Kn-7,9,9,12,12- ^>c?^f-;i' 
i/"Th7h[2,3-b]a,2-€](l,4) ^'7ifk:'>-.15-^>'l') £ 
.i.§Sf(LE550, •fb^l2) $:#t(60.2 mg, 94S5). fi^ 
X7^;i/i:'\iri^>(^jg-^A^e>^BlU $e){C*S.l>' 
50 x^;/-;KZ)?i^A>'iS*S^bTS^6ftt^el (it,*, 3 



13., 

00-CJiU;) mtz, 

iH-NMR CDCI3 8.00(d, 2H, 8.8Hz), 7.89(d, IH, S.5H 
z), 7.72{m, 3H), 7.38(d, IH, 8.8H2), 7.24(id, 2H), 
7.18(d, IH, 8H2), 7.12tin, IH), 6.86(s, lH),3.36(s, 
. 3H), 1.64(5, 4H), 1.33(s,-3H), 1.27(s, 3H),, 1.21 
(s, 3H) ■ , . . . ^ 

"Anal."'Calcflrf6rC33H32N202 '173 H2O' -CrSO.lSXV 
H: 6.66%, N:'5'.66S; Found C: 80.00X, H: 6.64%, N: 

5;68!IS ■ ■ ■ , ■ 

'[0 0> 3]; «3 : :^mO)it^<DV^ J ^ K • 7> 

c5f=r^7>M^M ■ • ' ■ 

Eyrollesti' (Eyrolles et al,, Journal of Medicinal 
Chemistry, 37, 1508-1517; 1994) ©:^?SlCtJcoT. U 
K [Ara80 : 4-((5;5,7,8-f- h^t Kn-5,5,8,8- 

[00 34] tii-Wm&BslBmiBSmL-BO iZMt^ka 
80(Dffl|fefoMt^li$:. ii^j|BS61-76440-^;i);$|{C|^$ 

m^RZf=^'hO '•^;i/-T-> 7V iJ ''•P A (NBT) (DStcH i 

m^t^z.t\t^'')vmbri. m^.tbz. ±fEEyroii 

esib(7)S:KlCfB^$nfcl/^y-f.F7>^:5-:^h : 4- 
(5H-7,8,9,10- xh^t Fn-5,7,7,10,10- -^>^f;>l1^ 
JVKy^/le] ±y h (2,3-b) (1 ,4] i/"7-fe't^>-13-^;b) 
^Sl=Sf (LE135)$:«VNt. m^i:&HZ^^t 
1/^7^ K A1D8O (DJgSiiigSCM) Oj!fmffiT-^UTS> 



(8) 9-1 00 2 7 0 . 

14 

[0 0 3 5] 

■ [«1] ■ " . ■ ■ 







" " ' 




LE540' 1.1X10- 'M 


36 




- V -"3.-3xi(r^^-J( 


20 - 


10 


^ i.oxicr'M . 


3.2^ 


m35 l.lXlflr'li 


62 




* 3.3Xl(r^M 


51 




. ' i.oxitr'M- 


31 



; ■ [0 0 3 6] *ieB^<Z>^b^(ljE540) (i, IQ-Sm (CfeW 
. . b, 10-9M (Cfe(:roAm80O«SS:S-{W^^I:10-7M COMS. ' 

X'm^<Di&rF\zm%tt-, yumtLxm^tz i 

E135(+ 10-8M tCfe(-t.5Aiii80O*fflS&mi^S5:10-6M ® 
20 mmXimt/vH^^i'. IO-SM lCfet-toAin80(D» 

^3MK{^^5:io-'7m (Dmrnx-mt^^izmiLx^^tz, I. 
' tih<Dm^t^'b, ;*#g^o<b^ (11540) li, MMii L 

Xm^^tziLEm (CJt^T, ^^JlO^CDimg^J^^T-H^ . 
[0 0 3 7]' ■ ' ■• 

• mi^^t Lxmx'$>^, r . ■ - . • 

30 ■ ■ ■ 



